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For the adjunctive treatment of partial-onset seizures

PUT PATIENTS ON APATH TO
POWERFUL SEIZURE REDUCTION

Indication and Usage
Aptiom® (eslicarbazepine acetate) is indicated as adjunctive
treatment of partial-onset seizures.

Important Safety Information for APTIOM
Contraindications: APTIOM is contraindicated in patients with
a hypersensitivity to eslicarbazepine acetate or oxcarbazepine.

Suicidal Behavior and Ideation: Antiepileptic drugs (AEDs),
including APTIOM, increase the risk of suicidal thoughts or
behavior. Anyone considering prescribing APTIOM or any
other AED must balance this risk with the risk of untreated
illness. Epilepsy and many other illnesses for which AEDs are
prescribed are themselves associated with morbidity and
mortality and an increased risk of suicidal thoughts and
behavior. Patients treated with any AED for any indication
should be monitored for the emergence or worsening of
depression, suicidal thoughts or behavior, and/or any unusual
changes in mood or behavior. Patients and caregivers should
also be advised to be alert to these behavioral changes and to
immediately report them to the healthcare provider.

Serious Dermatologic Reactions, including Stevens-
Johnson Syndrome (SJS), have been reported in association
with APTIOM use. Serious and sometimes fatal dermatologic
reactions, including toxic epidermal necrolysis (TEN) and
SJS, have been reported in patients using oxcarbazepine or
carbamazepine, which are chemically related to APTIOM.
Should a patient develop a dermatologic reaction while
using APTIOM, discontinue APTIOM use unless it is clearly
not drug related.

Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS), also known as Multiorgan Hypersensitivity, has
been reported in patients taking APTIOM. DRESS typically,
although not exclusively, presents with fever, rash, and/or
lymphadenopathy, in association with other organ system
involvement. If this reaction is suspected, treatment with
APTIOM should be discontinued.

Anaphylactic Reactions and Angioedema: Rare cases of
anaphylaxis and angioedema have been reported in patients
taking APTIOM. Anaphylaxis and angioedema associated with
laryngeal edema can be fatal. If a patient develops any of these
reactions, the drug should be discontinued. Patients with a
prior anaphylactic-type reaction after treatment with either

oxcarbazepine or APTIOM should not be treated with APTIOM.

Hyponatremia: Clinically significant hyponatremia (sodium
<125 mEq/L) can develop in patients taking APTIOM. In the
controlled epilepsy trials, 1.0% (800 mg) and 1.5% (1200 mg)
of patients treated with APTIOM had at least one serum
sodium level value less than 125 mEg/L, compared to none
on placebo. These effects were dose related and generally
appeared within the first 8 weeks of treatment (as early as
after 3 days). Measurement of serum sodium and chloride
levels should be considered during maintenance treatment
with APTIOM, particularly if the patient is receiving other
medications known to decrease serum sodium levels.

Neurological Adverse Reactions: APTIOM causes dose-
dependent increases in the following reactions (dizziness,
disturbance in gait and coordination, somnolence, fatigue,
cognitive dysfunction, and visual changes) compared to
placebo. These events were more often serious in

APTIOM-treated patients than placebo. There was an
increased risk of dizziness, disturbance in gait and
coordination, and visual changes during the titration period
(compared to the maintenance period), and there may be an
increased risk of these adverse reactions in patients 60 years
of age and older compared to younger adults. The incidences
of dizziness and diplopia were greater with concomitant
use of APTIOM and carbamazepine compared to the use of
APTIOM without carbamazepine. Prescribers should advise
patients against engaging in hazardous activities requiring
mental alertness, such as operating motor vehicles or
dangerous machinery, until the effect of APTIOM is known.

Withdrawal of AEDs: As with all AEDs, APTIOM should be
withdrawn gradually because of the risk of increased seizure
frequency and status epilepticus.

Drug Induced Liver Injury: Hepatic effects, ranging from mild
to moderate elevations in transaminases (>3 times the upper
limit of normal) to rare cases with concomitant elevations of
total bilirubin (>2 times the upper limit of normal) have been
reported with APTIOM use. Baseline evaluations of liver
laboratory tests are recommended. APTIOM should be
discontinued in patients with jaundice or other evidence of
significant liver injury.

Abnormal Thyroid Function Tests: Dose-dependent
decreases in serum T3 and T4 (free and total) values have
been observed in patients taking APTIOM. These changes
were not associated with other abnormal thyroid function
tests suggesting hypothyroidism. Abnormal thyroid function
tests should be clinically evaluated.

Adverse Reactions: The most frequently reported adverse
reactions in patients receiving APTIOM at doses of 800 mg or
1200 mg (>4% and >2% greater than placebo) were dizziness,
somnolence, nausea, headache, diplopia, vomiting, fatigue,
vertigo, ataxia, blurred vision, and tremor.

Dosing Considerations

When APTIOM and carbamazepine are taken concomitantly,
the dose of APTIOM or carbamazepine may need to be
adjusted based on efficacy and tolerability. APTIOM should
not be taken as an adjunctive therapy with oxcarbazepine.
For patients taking other enzyme-inducing AED:s (i.e.,
phenobarbital, phenytoin, and primidone), higher doses of
APTIOM may be needed.

A dose reduction is recommended in patients with moderate
and severe renal impairment (i.e., creatinine clearance
<50 mL/min).

Dose adjustments are not required in patients with mild to
moderate hepatic impairment. Use of APTIOM in patients with
severe hepatic impairment has not been studied, and use in
these patients is not recommended.

Concomitant use of APTIOM and oral contraceptives
containing ethinylestradiol and levonorgestrel is associated
with lower plasma levels of these hormones. Patients should
use additional or alternative non-hormonal birth control
during APTIOM treatment and after discontinuation of
APTIOM for one menstrual cycle, or until otherwise instructed.

Please see Brief Summary of Full Prescribing Information
on adjacent pages.

References: 1. APTIOM [prescribing information]. Sunovion Pharmaceuticals Inc.,
Marlborough, MA, November 2013. 2. Data on file, Sunovion Pharmaceuticals Inc.
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Aptiomr
(eslicarbazepine acetate) tablets
200 mg * 400 mg * 600 mg * 800 mg
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Figure 2b: Potential Impact of APTIOM on the AUC
of Non-AEDs

Change in Fold Change and 90% C!  Recommendation
Non-&EDs:

Digoxin N None

Metformin HOH Hone
Statins:

Simvastatin O Adjust dose of simyastatin
if a elinically significant
change in fipids is noted

Rosuvastatin FH Adjust dose of rosuvastatin
if a chinically sigaificant
change in lipids is noted

Oral Contraceptives: Additional or alternative

Ethinylestradiol & non-hormonal birth

Warfarin: Patients should be
S-Warfarin St monitored to maintain INR
R-Warfarin HH

02 04 06 08 10 12 14 16 18
Change of other drugs relative to reference

Oral Contraceptives

Because concomitant use of APTIOM and
ethinylestradiol and levonorgestrel is associated with
lower plasma levels of these hormones, females
of reproductive potential should use additional or
alternative non-hormonal birth control.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category G

There are no adequate and well-controlled studies
in pregnant women. In oral studies conducted in
pregnant mice, rats, and rabbits, eslicarbazepine
acetate demonstrated developmental toxicity, including
teratogenicity (mice}, embryolethality (rats), and fetal
growth retardation, at clinically relevant doses. APTIOM
should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

When eslicarbazepine acetate was orally administered
(150, 350, 650 mg/kg/day) to pregnant mice
throughout organogenesis, increased incidences of
fetal malformations was observed at all doses and fetal
growth retardation was observed at the mid and high
doses. A no-effect dose for adverse developmental
effects was not identified. At the lowest dose tested,
plasma eslicarbazepine exposure (G, AUC) is less than
that in humans at the maximum recommended human
dose (MRHD} of 1200 mg/day.

Oral administration of eslicarbazepine acetate (40,
160, 320 mg/kg/day) to pregnant rabbits throughout
organogenesis resulted in fetal growth retardation and
increased incidences of skeletal variations at the mid
and high doses. The no-effect dose (40 mg/kg/day) is
less than the MRHD on a mg/m? basis.

Oral adminisiration to pregnant rats (65, 125,
250 mg/kg/day) throughout organogenesis resulted
in embryolethality at all doses, increased incidences
of skeletal variations at the mid and high doses, and
fetal growth retardation at the high dose. The lowest
dose tested (65 mg/kg/day) is less than the MRHD on a
mg/m?hasis.

When eslicarbazepine acetate was orally administered to
female mice during pregnancy and lactation (150, 350,
650 mg/kg/day), the gestation period was prolonged
at the highest dose tesied. In offspring, a persistent
reduction in offspring body weight and delayed physical
development and sexual maturation were observed
and the mid and high doses. The lowest dose tested
(150 mg/kg/day) is less than the MRHD on a mg/m? basis.

When eslicarbazepine acetate was orally administered
(65, 125, 250 mg/kg/day) to rats during pregnancy and

tactation, reduced offspring body weight was seen at the
mid and high doses. Delayed sexual maturation and a
neurological deficit {decreased motor coordination) were
observed at the highest dose tested. The no-effect dose
for adverse developmental effects (65 mg/kg/day) is less
than the MRHD on a mg/m? basis.

The rat data are of uncertain relevance to humans because
of differences in metabolic profile between species.

Pregnancy Registry

Physicians are advised to recommend that pregnant
patients taking APTIOM enroll in the North American
Antiepileptic Drug Pregnancy Registry. This can be
done by calling 1-888-233-2334 (toll-free), and must
be done by patients themselves. Information on the
registry can aiso be found at the website http://www.
aedpregnancyregistry.org/.

Nursing Mothers

Eslicarbazepine is excreted in human milk. Because of
the potential for serious adverse reactions in nursing
infants from APTIOM, a decision should be made whether
to discontinue nursing or to discontinue the drug, taking
into account the importance of the drug to the mother.

Pediatric Use
Safety and effectiveness in patients below 18 years of
age have not been established.

In a juvenile animal study in which eslicarbazepine
acetate (40, 60, 160 mg/kg/day) was orally administered
to young dogs for 10 months starting on postnatal day
21, mortality and evidence of immunotoxicity (bone
marrow hypocellutarity and lymphoid tissue depletion)
were observed at all doses. Convulsions were seen
at the highest dose tested. Adverse effects on bone
growth (decreased bone mineral content and density)
were seen in females at ali doses at the end of the
dosing period, but not at the end of a 2-month recovery
period. None of these findings were reported in adult
dogs dosed with eslicarbazepine acetate for up to 12
months in duration. A no-effect dose for adverse effects
on juvenile dogs was not identified.

Geriatric Use

There were insufficient numbers of patients =65
years old enrolled in the controlled epilepsy trials
(N=15) to determine the efficacy of APTIOM in this
patient population. The pharmacokinetics of APTIOM
were evaluated in elderly healthy subjects (N=12).
Although the pharmacokinetics of eslicarbazepine
are not affected by age independently, dose selection
should take in consideration the greater frequency
of renal impairment and other concomitant medical
conditions and drug therapies in the elderly patient.
Dose adjustment is necessary if CrCl is <50 mi/min.

Patients with Renal Impairment
Clearance of eslicarbazepine is decreased in patients
with impaired renal function and is correlated with
creatinine clearance. Dosage adjusiment is necessary
in patients with GrCl<50 mL/min.

Patients with Hepatic Impairment

Dose adjustments are not required in patients with mild to
moderate hepatic impairment. Use of APTIOM in patients
wiih severe hepatic impairment has not been evaluated,
and use in these patients is not recommended.

DRUG ABUSE AND DEPENDENCE

Controlled Substance
APTIOM is not a controlled substance.

Abuse

Prescription drug abuse is the intentional non-therapeutic
use of a drug, even once, for its rewarding psychologicat
or physiological effects. Drug addiction, which develops
after repeated drug abuse, is characterized by a strong
desire to take a drug despite harmful consequences,
difficulty in controlling its use, giving a higher priority
to drug use than fo obligations, increased tolerance,
and sometimes physical withdrawal. Drug abuse
and drug addiction are separate and distinct from

physical dependence {for example, abuse may not be
accompanied by physical dependence).

In a human abuse study in recreational sedative abusers
APTIOM showed no evidence of abuse. In Phase 1,
1.5% of the healthy volunteers taking APTIOM reporied
euphoria compared to 0.4% taking piacebo.

Dependence

Physical dependence is characterized by withdrawal
symptoms after abrupt discontinuation or a significant
dose reduction of a drug.

The potential for APTIOM to produce withdrawal
symptoms has not been adequately evaluated. In
general, antiepileptic drugs should not be abruptly
discontinued in patients with epilepsy because
of the risk of increased seizure frequency and
status epilepticus.

OVERDOSAGE

Signs, Symptoms, and Laboratory Findings of Acute
Overdose in Humans

Symptoms of overdose are consistent with the known
adverse reactions of APTIOM and include hyponatremia
(sometimes severe), dizziness, nausea, vomiting,
somnolence, euphoria, oral paraesthesia, ataxia, walking
difficulties, and diplopia.

Treatment or Management of Overdose

There is no specific antidote for overdose with APTIOM.
Symptomatic and supportive treatment should be
administered as appropriate. Removal of the drug by
gastric lavage and/or inactivation by administering
activated charcoal should be considered.

Standard hemodialysis procedures result in partial
clearance of APTIOM. Hemodialysis may be considered
hased on the patient’s clinical state or in patients with
significant renal impairment.

PATIENT COUNSELING INFORMATION

See FDA-approved Medication Guide and Patient
Counseling Information section in the Fuil Prescribing
Information.
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